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Small-cell carcinoma (SCC) of the gallbladder is an uncommon,
distinct clinicopathologic entity. It is an aggressive tumor that

tends to metastasize early and is associated with a poor prognosis.
It is also an extremely rare tumor, first described by Albores-
Saavedra et al in 1981. Subsequently, numerous case reports have
been published; however, a paucity of data on this tumor per-
sists—to our knowledge, only 73 cases have been published in the
English literature to date.1–10 In this report we present the first case
study of SCC of the gallbladder in an HIV-positive patient followed
by a pertinent review of the English literature on this topic.

CASE REPORT
A 54-year-old woman with a history of HIV/AIDS presented with a
2–3 week history of right upper quadrant pain radiating to her back
associated with nausea, dark urine, and jaundice. She had also lost
20 pounds over the last 3 months. Her medical history included HIV
infection diagnosed 16 years previously, and she was noncompliant
with antiretroviral therapy.

Physical examination revealed jaundice and right upper quad-
rant tenderness. Serum total bilirubin was 5.9 mg/dL, direct biliru-
bin 4 mg/dL, AST 277 U/L, ALT 378 U/L, and alkaline phosphatase
604 U/L. Ultrasound revealed a 7 � 5 cm mass replacing the
gallbladder with periportal and peripancreatic lymphadenopathy.
The mass was infiltrating the liver. Diffuse intrahepatic biliary duct
and common biliary ductal dilation was also seen. Computed to-
mography (CT) confirmed the above findings, with no evidence of
lung primary (Figure 1). Positron emission tomography (PET) scan

showed avidity in 6.5 � 7 � 6 cm mass in the gallbladder and
bilateral paraaortic, axillary, and iliac lymph nodes. Endoscopic
retrograde cholangiopancreatography was performed, and a stent
was placed to relieve common bile duct obstruction. Brush cytology
showed atypical cells. Ultrasound-guided fine-needle aspiration
cytology was performed that showed small, round cells with high
nuclear-to-cytoplasmic ratio, which is consistent with high-grade
small cell neuroendocrine carcinoma (Figure 2). Tumor cells were
positive for chromogranin A, synaptophysin, and neuron-specific
enolase.

Because of poor performance status and history of HIV, she was
treated with single-agent carboplatin (area under the concentration-
time curve [AUC] 5). She received three cycles of chemotherapy,
interrupted by the onset of neutropenic fever. Unfortunately, repeat
CT scan showed progressive disease with primary tumor increasing
to 8.6 � 7.6 � 7.9 cm in size. She developed progressive jaundice
due to multiple common bile duct and intrahepatic strictures un-
relieved with biliary stent and died 14 weeks after diagnosis.

DISCUSSION
Small-cell carcinoma of the gallbladder is a rare disease, with
Surveillance, Epidemiology, and End Results (SEER) data suggest-
ing an incidence of approximately 0.5% of all gallbladder cancers.11

Figure 1. Computed tomography showing 7 � 5 cm gallbladder mass infiltrating
the liver.

Figure 2. Fine needle aspiration cytology of the gallbladder showing small, round
malignant cells consistent with small cell carcinoma.
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Moskal et al in their series reported a higher incidence of 3.5%.7

Only 73 cases have been reported in the literature, out of which, 54
were clinical cases and 19 were autopsy cases. Table 1 lists the
characteristics of the reported cases, including our case.

Median age is 67 years, ranging from 25–86 years. It shows a
higher predilection for women, who account for 66% of cases.
Cholelithiasis was found in 68% of cases. It is not known at this time
whether this is just an incidental finding or a clinically significant
association exists. Histology showed 72% (n � 41) as pure SCC and
28% (n � 16) as combined SCC and adenocarcinoma or squamous
cell carcinoma. The prognostic significance of pathologic subtypes
of SCC remains undefined. The data suggest similar survival be-
tween the pure and combined subtypes. Forty-seven out of 71
(66%) were diagnosed at stage IV and 24 at stages I to III. The most
common site of metastases was lymph nodes (70%), followed by
liver (64%), and lungs (10%).

Surgery was performed in 93% (40 of 43) of cases. Of 43
patients, 20 (47%) received chemotherapy. Cisplatin and etoposide
was the most common regimen used followed by 5-florouracil.
Median survival was only 9 months, ranging from 1 to 189 months.
Chemotherapy was associated with better survival, with a median
survival of 13 months vs. 4 months in patients who received no
chemotherapy (p � .05).

The prognosis of SCC of the gallbladder remains poor, with the
majority of patients presenting with metastases. It is hoped that with
advances in multimodality therapy the prognosis will improve. Ac-
cordingly, prospective trials designed to define the best therapy for
this disease is are clearly needed.
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Table 1. Characteristics of patients with small-cell carcinoma of
gallbladder�

Number of patients 74

Clinical cases 55

Autopsy cases 19

Median age (range) in years (n � 73) 67 (25–86)

Sex (n � 74)

Men 25 (34%)

Women 49 (66%)

Histology (n � 57)

Pure small-cell carcinoma 41 (72%)

Combined 16 (28%)

Cholelithiasis (n � 73) 50 (68%)

Stage (n � 71)

I–III 24 (34%)

IV 47 (66%)

Metastases

Lymph nodes (n � 71) 50 (70%)

Liver (n � 70) 45 (64%)

Lung (n � 70) 7 (10%)

Surgery (n � 43) 40 (93%)

Chemotherapy (n � 43) 20 (47%)

Median survival (range) in months 9 (1–189)

�n � number of patients for whom data were available for the particular
characteristic.
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